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Amendments to the aalinst 

This listing of claims will replace all prior versions, and listings, of claims in the application: 
1 . (Currently Amended) A compound according to the general Formula (I) 




the pharmaceutically acceptable acid or base addition salts thereof, the stereochemically 
isomeric forms thereof and the iV-oxide form thereof, wherein ; 
X is CHz, N-R^ S or O ; 

is selected from the group of hydrogen, alkyl, Ar, Ar-alkyl, alkylcarbonyl, 
alkyloxycarbonyl and mono- and di(alkyl)aminocarbonyl ; 
R^ and R ^ are each selected from the group of hydrogen, hydroxy, cyano, halo, OSO2H, 
OSO2CH3, N-R^°R^\ alkyloxy, alkyloxyalkyloxy, alkyloxyalkyloxyalkyloxy, 
tetrahydrofuranyloxy, alkylthio, alkylcarbonyloxy, alkyloxyalkylcarbonyloxy, 
pyndinylcarbonyloxy, alkylcarbonyloxyalkyloxy, alkyloxycarbonyloxy, 
alkcnyloxy, alkenylcarbonyloxy and mono- or di(alkyl)aminoalkyloxy ; 
with the proviso that at least one of R^ and R^ is N-R^^^^ wherein : 

R^** and R^* are each, independently from each other, selected from the group of 
hydrogen, alkyl, Het, Ar, Ar-alkyl, Het- alkyl, mono- or di(alkyl)aminoalkyl, 
mono- or di(alkcnyl)aminoalkyl, alkylcarbonyl, alkenylcarbonyl, Ar-carbonyl, 
Het-carbonyl, alkyloxycarbonyl, aminocarbonyl, mono- or 
di{alkyl)aminocarbonyl, mono- or di(Ar)aminocarbony], mono- or 
di(alkyloxycarbony lalkyDaminocarbonyl , alkylcarbonyloxyalkyl, 
alkenylcarbonyl oxyalkyl, mono-or di(alkyl}aminocarbonyloxyalkyl, 
aminoiminomethyl, alkylaminoiminomethyl, N-benzylpiperazinyliminomethyl, 
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alkylsulphonyl and Ar-sulphony) ; or 

r'^ and * may be taken together and with the N may form a monovalent 
radical selected from the group of 




wherein ; 

R^is selected from the group of hydrogen, alkyl, Ar, Ar-alkyl, Ar-alkenyl, 
alkylcarbonyl, alkyloxycarbonyl, alkyloxyalkylcarbonyl and mono- or di(alkyl)- 
aminocarbonyl ; 

each ring having optionally 1, 2 or 3 double bonds and each ring being 
optionally substituted with q radicals each radical independently from 
each other selected from the group of alkyl, oxo, Ar, Ar-alkyl, Ar-alkenyl and 
alkyloxycarbonyl and q being an integer ranging from 0 to 6 ; or 

R^ and R^ may be taken together to form a bivalent radical -R^-R^- selected from the 

group of -0-CH2-NR^^-, -NR^^-CHa-O-, -NR^^-CH2-NR''-, -NR^^^CH^.CHrO-, 
-O-CHs-CHa-NR^"*-, -NR^^^CHs-CHz-NR^'^-, - wherein R^"^ and R^^ each, 
independently from each other, are selected from the group of hydrogen, alkyl, 
Ar, Ar-alkyl, alkylcarbonyl, alkyloxycarbonyl, alkyloxyalkylcarbonyl and 
mono- or di(alkyl)aminocarbonyl ; 

a and b are asymmetric centres ; 

(CH2)in is a straight hydrocarbon chain of m caibon atoms, m being an integer ranging 
from 1 to 4 ; 

Pir is a radical according to any one of Formula (Ila), (lib) or (lie) 

-3- 
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(c) 

optionally substituted with n radicals R^ wherein : 

each is independently from each other, selected from the group of hydroxy, 

amino, nitro, cyano, halo and alkyi ; 
n is an integer ranging from 0 to 2 ; 

is selected from the group of hydrogen, alkyl and formyl ; 
R^ is a radical according to any one of Formula OITal. OlKi or flHc^ 




(III) 



whsrein : 

d IS a single bond while 2 is either a bivalent radical selected from the group of -CH?-, 
-a=OV, -CHrOHV. -Cf=N^OHV. ^HralkvlV. O . -S-. -Sf^QV. ^NH- and^SH- 
: or Z is a trivalent CH^oiQiety thai forms a covalent bond with R'^ equal to alkvl. 
such that a cvcloalkvl moiety is formed : or d is a double bond while Z is either a 
trivalent radical of formula -CH- or =CfalkvlV : or Z is a trivalent CH-moietv 
that forms a covalent bond with equal to alkvl. such that a cvcloalkenvl moietv 
is formed : 

A is a 5- or 6-membered aromadc hom ocvclic or he terocvclic ring, select^c^ from 

-4- 
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the group of ohenvL pvranvL DvridinvL p vrazinvl. Dvrimidinvl. pvii dazinvl. thicnvl. 

isothiazolvl- pvrrolvL imidazolvL pvrazolvl. ftiranvl. oxadiazolvl and isoxazolvl : 

p is an integer ranging from 0 to 6 : 

and are each, indeoendentlv from each othef . selected from the group of 

hydrogen. allcvL An biohenvl. halo and cvano : or 
and R^ may be taken together to form a bivalent r adical -R^-R^- selected from the 

group of -CH.-, =CH-- -CH^-CH.- -CH^CH- . -Q-. -NH-. =N-. 

-CH?NC-ftllcvlV, -Nf-alkvDCHa-, -c^^a^-, -mCHr. ■CH=N-, -N:^CH-, -CH;^0- 

and-OCHr ; 

each is independently from each other, selected from the group of hydroxy, amino^ 

nitro, cvano. halo, caiboxvl, alkyl* Ar, alkvloxv. Ar-oxv. alkvlcarbonvloxv. 

alkvloxvcarbonvL alkvlthio. mono- and difalkvnamino. allcvlcarbonvlaniino. 

mono- and difalkynaminocarbonvL mono- and diralkynaminocarbonvloxv. 

mono- and difalkyDaminoalkvloxv : or 
two vicinal radicals R^ n^ v be taken together to form a bivalent radical -R^R^- selected 

from the group of -CH.-CH7-O-. -O-CHrCHr^ ■0-CH. -cr=QV. -CfeOVCHn-O-. 

-aCH2-Q-. -O-CH9-CH7-Q-. >CH=CH^CH=CH-. 

■CH=CH-CH=N-. -ch=c:h-n=ch-. -CH=N-CH=CH-, -N=CH-CH=CH^. ^CH^- 

CHyCm-. -CH.-CH.-Cr=QV- ■C(=QVCI^-CH2-> -CH^-Cf=OVCH^> and 

-CH3-CHo-CH'>-CH^- : and 

R^^ is selected from the group of hvdrogen. alkvh Ar and Ar-alkvl: f - eprc s ents an 

optionally aubfltituted aromatic homocycliG or hotorocyclic ring system together 
with an - epti o nally substituted and partially or c o mplet e ly hydrogenated 
feydf^eagb on chain of 1 to 6 atom a long with which said ring aystem is attached 
to the Pir radi o at- and of which may - e e o t ain one or more het e roatoma select e d 
from the group of Q, N and S ; 
alkyl represents a straight or branched saturated hydrocarbon radical having from 1 
to 6 carbon atoms or a cyclic saturated hydrocarbon radical having from 3 to 6 
carbon atoms, optionally substituted with one or more methyl, halo, cyano, 0x0, 
hydroxy, alkyloxy or amino radicals ; 



PAGE 8/22'RCVDAT7f12l2006 9:43:46 PM [Eastern DayligM 



Fax =7325245889 



Jul 12 2005 21:34 P. 09 



Docket Na JAB-1690 

alkenyi represents a straight or branched unsatuzed hydrocarbon radical having one or 

more double bonds, optionally substituted with one or more methyl, halo, cyano, 

0X0, hydroxy, alkyloxy or amino radicals ; 
Ar represents phenyl or naphthyl, optionally substimted with one or more radicals 

selected from the group of alkyl, halo, cyano, ejte, hydroxy, alkyloxy and amino 

; and 

Het is a monocyclic heterocyclic radical selected from the group of azetidinyl, 
pyrrolidinyL, dioxolyl, imidazolidinyl, pyrrazolidmyl, piperidinyl, 
homoplperidinyl,*e«yl , morpholinyl, dithianyl, thiomorpholinyl, piperazinyl. 
imidazolidinyl, tetrahydrofuranyl, 2H-pyrrolyl, pyixolinyl, imidazolinyl, 
pyrrazolinyUpyrrolyl, imidazolyl, pyrazolyl, triazolyl, furanyl, thienyl, oxazolyl, 
isoxazolyl, thiazolyl, thiadiazolyl, isothiazolyl, pyridinyl, pyrimidinyl, 
pyrazinyl, pyridazinyl and triazinyl ; each radical optionally substituted with one 
or more radicals selected from the group of alkyj, Ar» Ar-alkyl, halo, cyano, oxo, 
hydroxy, alkyloxy and amino. 

2. (Previously Presented) A compound according to claim 1, wherein 
X is O ; 

and R ^ are each selected from the group of hydrogen, N-R^'^^ ^ and alkyloxy ; 
with the proviso that at least one of and R^ is N-R^^^^ wherein : 

R^^ and R^^ are each, independently from each other, selected from the group of 
hydrogen, alkyl, Het, Ar, Ar-alkyl, Het- alkyl, mono- or di(alkyl)aminoalkyI, 
mono- or di(alkenyl)aniinoalkyl, alkylcarbonyl, alkenylcarbonyl, Ar-carbonyl, 
Het-carbonyl, alkyloxycarbonyl, aminocarbonyl, mono- or 
di(alkyl)aminocarbonyl, mono- or di(Ar)aminocarbonyK mono- or 
di(alkyloxycarbonylalkyI)arainocarbonyl, alkylcarbonyloxyalkyl, 
alkenylcarbonyloxyalkyl, mono-or di(alkyl)aminocarbonyloxyalkyl, N- 
benzylpiperazinyliminomcthyl, alkylsulphonyl and Ar-sulphonyl ; or 

R^^ and R^^ may be taken together and with the N may form a monovalent 
radical selected from the group of 

-6- 
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wherein : 

R^^ is selected fram the group of hydrogen, alkyl, Ar, Ar-alkyl and Ar-alkenyl; 
each ring having optionally a double bond and each ring being optionally 
substituted with q radicals R^^, each radical R^^ independently from each other 
selected from the group of alkyl, oxo and alkyloxycarbonyl and q being an 
integer ranging from 0 to 2 ; or 
and R^ may be. taken together to form a bivalent radical -O-CH2-CH2-NR wherein 
R'* is selected from the group of hydrogen, alkyl, alkylcarbonyl, 
alkyloxyalkylcarbonyl and mono- or di(alkyl)aminocarbonyl ; 
a and b are asymmetric centres ; 

(CH2)m is a Straight hydrocarbon chain of m carbon atoms, m being an integer equal to 
1; 

Pir is a radical according to Formula (Ha) 

R^ represents an optionally substituted aromatic homocyclic or heterocyclic ring 

system together with an optionaUy substituted and partially or completely 
hydrogenated hydrocarbon chain of 1 to 6 atoms long with which said ring 
system is attached to the Pir radical and of which may contain one or more 
heteroatoms selected from the group of O, N and S ; 

alkyl represents a straight or branched saturated hydrocarbon radical having from 1 

to 6 carbon atoms or a cyclic saturated hydrocarbon radical having from 3 to 6 
carbon atom8> optionally substituted with one or more methyl or amino radicals; 
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alkenyl represents a straight or branched un&atured hydrocarbon radical having one or 

more double bonds, optionally substituted with one or more methyl radicals ; 
At represents phenyl, optionally substituted with one or more radicals selected from 

the group of alkyl, halo, cyano, hydroxy and alkyloxy ; and 
Het is a monocyclic heterocyclic radical selected from the group of azetidinyl, 

pyrrolidiny], piperidinyl. homopiperidinyl, morpholinyU piperazinyl, N- 

benzylpiperazinyl, tetrahydrofuranyl and pyridinyl. 

3. (Cancelled) 

4. (Previously Presented) A compound according claim 1, wherein is a radical 
according to any one of Formula (ma), (Illb) or (HIc) wherein ; 

d is a double bond while Z is a trivalent radical of fonnula =CH- or =C(alkyl)' ; 

A is phenyl, 

p is an integer equal to 0 or 1 ; 

R'* and R^ are each, independently from each other, selected from the group of hydrogen 

and alkyl ; 
each is halo ; and 

R^*^ is hydrogen. 

5. (Previously Presented) A compound according to claim 1, wherein X=0, one of R' and 
is hydrogen, methoxy or ethoxy ; m 1 ; Fir is a radical according to Formula (Ha) 

wherein n =0 ; R^ is a radical according to Formula (inb) wherein Z is =CH-, d is a double 
bond, A is a phenyl ring, R'^ is methyl and R^ and R^^ are each hydrogen. 

6, (Previously Presented) A compound according to claim 1, wherein R^ is hydrogen or 
methoxy and R^ is an amine radical NR^^R^^ ; X==0; m = 1 ; Pir is a radical according to 
Fonnula (Ila) wherein n = 0 ; R^ is a radical according to Formula (Illb) wherein Z is 
=CH-, d is a double bond, A is a phenyl ring, R"* is methyi and R^ and R^^ are each 
hydrogen. 

-8" 
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7, (Cancelled) 

8, (Cancelled) 

9, (Previously Presented) A pharmaceutical composition comprising a pharmaceutically 
acceptable carrier and, as active ingredient a therapeutically effective amoimt of a 
compound according to claim 1. 

10, (Previously Presented) A process for making a pharmaceutical composition, 
comprising mixing a compound according to claim 1 and a pharmaceutically acceptable 
carrier. 

11, (Cancelled) 

1 2, (Previously Presented) A pharmaceutical composition comprising a pharmaceutically 
acceptable carrier and, as active ing^dient a therapeutically effective amount of a 
compound according to claim 1, and one or more other compounds selected from the group 
of antidepressants, anxiolytics and antipsychotics. 

13, (Cancelled) 

14, (Previously Presented) A metiiod for the treatment of depression, anxiety and body 
weight disorders, said treatment comprising the simultaneous or sequential 
administration of a therapeutically effective amount of a compound according to claim 1, 
and one or more other compounds selected from the group of antidepressants, anxiolytics 
and antipsychotics, to a patient in need of treatment. 

15, (Cancelled) 
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16. (Cancelled) 

17. (Previously Presented) A process for making a. pharmaceutical composition 
comprising mixing a compound according to claim 1, and a compound selected from the 
group of antidepressants, anxiolytics and antipsychotics and a pharmaceutically 
acceptable carrier. 

18. (Currently Amended) A process for preparing a compound according to Formula (I), 

fp'ir) R3 



the pharmaceutically acceptable acid or base addition sa lts thereof, the stereochemicaDv 
isomeric forms thereof and the N-coddE form thereof^ wherem : 

E3 is selected from the group of hydrogen, alkvl. Ar. Ar-alkvL alkvlcarbonvL 

alkvloxvcarbonv] and mono- and difalkvnaminocarbonv) : 

wherein at least one of and is a halogen and at most on e of and R ^ is selected from 
the ^fonp of hydrogen, hydroxy, cvano. halo. 0SO;;H, OSO ^ CH ^ , N-R^^R^^ ., 
alkylQxy. alkvloxyalkvloxv. alkylo;cvalkyloxvalk vloxy. tetrahvdrofnranvloxY. 
alkylthio, alkylcarbonvloxv. alkvloxyalkvlcarbony loxv. pyridinvlcarbonvloxy, 
alkylcarbonyloxvalkvloxv. alkyloxvcarbonvlo xv. alkenvloxy. alkeny]^ 
carbon vloxv and mono- or difalkvnaminoalkyloxv,! 

with the proviso that at least one of R^ and R^ is N -R^^R^^ wherein : 

R^° and R^^ are each, indet^endentlv from ea t^h other, selected from the group of 
hydrogen, alk-vL Het Ar, Ar-alkvL Het - alkvl. mono- or difalkynaminoalkyl, 
mono- ordiralkenvnaminoalkyl. alkylcarbonyl. alk envlcarbonvl. Ar^arboavU 
Het-carbonyl. alkvloxvcarbonvl. aminoca rbonvl. mono-_^ 
diralkynaminocarbonvl. mono- or dirAr'lam mQcarbonvL mono- or 
difalkyloxvcarbonvlalkynaminocarbo nvl. alkvlcarbonvloxvalkvl. 

-10^ 
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alkcnvlcarbonvloxvallcv L mono-or difalkvnaminocarbonvloxvalkvh 
aminoiminQmethvl. allcviaminQim inomethvL N-benzvlpiperazinvliminomethvl, 
alkvlsulphonyl and Ar-sulphonvl : or 

and R^^ mav be taken togethe r and with the N mav form a monovalent 
radical selected from the group of 




R"is selected from the group of hvdroecn. alkvL Ar. Ar-alkvL Ar-alkenvL 

alkvlcarbonvh aUcvloxvcarbonvL alkvloxvalkvlcarbonvl and mono- or diralkvlV 
aminocarbonvl : 

each ring having optionally 1, 2 or 3 doubl e bonds a nd each ring being 

optionally substituted with q radicals R^^, each radical R^^ independently from 
each other selected from t he group of al kvL oxo, Ar> Ar-alkvL Ar-alkenvl and 

alkvloxvcarbonvl and qJbeing an integer ranging from 0 to 6 : or 
R^ and mav be taken together to form a bivalent radical -R^-R^- selected from the 

group of -0-CH.-NR^^-. -NR^^-CH^-Q-. ^NR^^-CH.-NR^^^^ -NR^'-CH.-CHo>Q-. 

-O^CH.-CH^-NR^^-. >NR^^-CH;.-CH.-NR^^-. - wherein R^^ and R^^ each. 

independently from each other, are selected from the group of hydrogen. alkvL 

Ar> Ar-alkvL alkvlcarbonyL alkvloxvcarbonvL alkvloxyalkvlcartaonvl and 

mono- or difalkvDaminocarbonvl : 
a and b are asymmetric centres : 

(CH g ) ^ is a straight hydrocarbon chain of m carbon atoms, m being an integer ranging 
from 1 to 4 : 

-11- 
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Pir is a radical according to any one of Formula flia). (Ilb'i or (Tic) 




optionally substituted with n radicals R . wherein : 

each is independentlv from each other, selec ted from the proup of hvdroxv. 

amino, nitro. cv ano. halo and alkvl : 
n is an integer ranging from 0 to S : 

is selected from the group of hydrogen, alkvl and fbrmvl i 
r3 is a radical ace ordtne to anv one of Pormnla mia't. flllb^ or fmc'> 




whetiein : 

d is a single bond while Z is either a bivalent r aflical selected from the group of -CHav 
-Cr=OV. -CHCOHV. ■Cr=N-QHV. -CHralkvlV. -n -- -S.. -Sf=OV. -NH- and -SH- 
: or 7 is a trivalent CH-moietv that forms a covalent bond with equal to alkvl. 
such that a cvcloalkvl moietv is formed or d is a double bond while Z is either a 
trivalent radical of formula =CH- or =Cfalkvn- : or Z is a trivalent CH-moictv 
ifaat forms a covalent bond with R* eaual to alkv l. such that a cvcloalkenv) moiety 

-12- 
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is formed : 

A is a 5- or 6 -jnaembeiied aramatic homocvelic or heterocyclic ring, selected from 

the group of phenyl, ovranvl. pvridmvl. ovrazinvl. pvrimidinyl. pvridazinyl. thienvl. 

isQthiaznlyl. p vrrolvl. imidazolyl. pyrazolvl. furanvl. oxadiazolvl and isoxazolvl : 

E is an integer ran|ring from 0 to 6 y 

and are each, independently from each other, selected from the group of 

hydrogen, alkvl. Ar. biohenvl. halo and cvano i or 
and may be taken togeflier to form a bivalent radical -R*-R^- selected froni the 

group of -CH,.. =CH- -C%CH,- -CHrCH- . -0-. -NH- =N-. -S-. 

-CH^N(-alkv1V. -Nr-alkvl->CH,-. .CH^^fH-. -NHCH,-. -CH^-. -N=CH-. -CH,0- 

and -QCH,- : 

each is independently from each other, selected from the group of hydroxy, amino. 
nitfo. cvano. halo. caAoxyl. alkvl. Ar. alkvloxv. Ar-oxv. alkvlcaAonvloxv. 
alkvloxvcatbonvl. alkvl thio. mono- and difalkvl')amino. alkvlearbonylamino. 
mono- and difalkyllaminocarfaonvl. mono- and difalkvnaminocarbonvloxv. 
mono- and difalkyllaminoalkvloxv : or 
two vicinal radicals R° mav be taken together to form a bivalent radical -R^-R*^- selected 
from the group of .CH,^H,-0.. -O-CHo-CH,-. .O-CH.-Cr^OV. •a=OVCH.-0-. 
-Q-CH,-Q-. -CH,.Q.CH?-. -O-CH^-CHo -Q.. ■CH=CH.CH=CH.. 
.CH=CH.CH=N-. •CH=CH-N=CH-. -CH=N-CH=CH-. -N=CH-CH=CH-. -CH^- 
CH,-CH2- -CH2-qH,-a=OV. -Cf=Q^-CH,-CH,-. -CH.-a^)-CH.- and 
-CH,-CH,-CH,-CHo- : and 

r'^ is selected from the group of hydrogen, alkvl. Ar and Ar-alkvl: 

alkvl representS-a straight or branched saturated hydrocarbon radical having from 1 
to 6 carbon atoms or a cyclic saturated hydrocarbon radical having from 3 to 6 
carbon atoms, optionally substituted with one or more methyl, halo , cvano. oxo. 
hydroxy, alkvloxv or amino radicals ; 
alkenvl represents a straight or branched unsatured hydrocarbon radical having one or 
more double bonds, optionally substituted with one or more methvl. halo. Cvano. 
oxo, hydroxy, alkvloxv or amino radicals : 

- 13- 
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Ar represents phenyl or nap hthvL optionally substituted with one or more radicals 

selected fro m the group of alkvl. halo, cvano. exe, hydroxy^ alkvloxv and amino 
: and 

Het is a niOnPCYclic heterocvcMc radical selected from the eroun of azetidlnyL nvrrolidinvl. 
dioxolyl. imidazolidinvl pvirazolidiDvL oloeridinvL homooioeridinvL moroholmvL dithianvL 

thioiD orpbiQlinvL piperazinvl. imidazQlidinvl. tetrahvdrofiiranvL 2H~pvrrolvL pvrrolinvl. 
imidazolin yl. pvrrazolinvl. pvrrolyL imida^olvL pyrazolyl. tfiazolvl. furanvL thienvK oxazolvl. 
isQxazolvl. thiazoIvl> thi adiazolvl. isochiazolvl. pvridinvL ovrimidinvl. pvrazinvl ovridaziDvl and 
triazinvl : each radical ootionallv substituted with one or more radicals selected from the group of 
alkvh Ar. Ar-alkvL halo , cvano. qxq> hydroxy, alkvloxy and amino 

charactcrizod in that wherein a compound according to Formula (TV) is reacted with an 
amine of Formula (V) according to the following reaction 




(IV) (V) 



wh e r e in oil variabcloQ, ojioopt for R^"and R^, have the some meaning ao in Formula (I)> 
at bast one of R"^ and is an halogon and at moot one of and is selected from tho 
group of .hydrogen, hydK)xy, cyono, halo, OSQJi> OSOaOIjv, N R' ^ ^, alkylox y?. 
ollcyloxyalkyloxya alkyloxyallcyloxyalkyloxy, tetrohydrofuranyloxy, olkyloarbonyloxy, 
allc}1thio» alkyloxydkyloarbonyloxy, p^TridinylcorbonylQxy^ allcylcarbonyloxyalkyloxy ? 
ulkyloxycorbonyloxy, alkcnyloxy, allccnylcarbonyloxy and mono or di(alk>l)amino 
alkyloxy . 
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